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Clflims 43 and 45 have boon canceled. Claims 42 and 44 have been amended to include 
lltc recitations of Claims 43 and 45. 

Now Claims , 

New Claims 50-90 have been added. Claims 50-90 comprise previously filed Claims 1- 
49 further including the recitations of Claim 42. No new matter has been added by the new 
claims. 

i:rjirli(^inQ^:" c ^ TT R r. §112. Second Paragraph 

Claims 1-25, 27-36, 38, 40, and 42-49 are rejected under 35 U.S.C. 1 12, second 
paragraph, as being indefinite for failing to particularly point out and distinctly claim the subject 
mailer which applicant regards as the invention, for the reasons stated below and in the Office 
action of paper no. 4, 

A , The Examiner slates that "Claims 1 -25, 27 and 42-49 axe indefinite over the recitation of 
Iho terms 'identifying' and 'identify' in claims 1.14. 42, 44, and 46-48" (Office Action, page 2). 
The Kxaminor further slates that "the portion of the specification cited by applicant docs not 
clarify whether the recitation of 'idcntifyingVidentify' would in fact require any type of active 
step, or whether steps of 'identifying' might encompass, e.g., thought processes" (Office Action, 
page 3). 

Respectfully, Applicants disagree. However, solely to advance prosecution, Claims 1, 14, 
42, 44 and 46-48 have been amended to recite the active steps of'detecting" and/or "detect". 

)i. The Examine* states that "Claims 1-25, 27-36, 38, 40, 42-45 and 48-49 arc indefinite 
over the recitation of the terms 'analyzing' and 'analyzed' in claims 1,14, 28, 42, 44, and 48" 
(Office Action, pofiu 3). The Examiner slates that "foe portion of the specification cited by 
applicant docs not clarify whether the recitation of 'analyzing' and 'analyzed' would in fact 
require any type of aciivc step, or whedicr steps of 'analyzing' might encompass, e.g., thought 
processes" (Office Action, page 4). 
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Rcsn^ruUy, Applicants disagree. However, solely to advance prosecution, Claims 1, 14, 
2H , 42, 44 and 48 have boon amended to delete "analyzing" and "analy,cd" and include aet.ve 
Mcps. 

C The laminar states that "Claims .re indefinite over the recitation of the terms 
^'and 'selecting' in claims!, 12, 14, 24, 28,31, and 46-48" (Office Action, page 4). The 
^niner states that *<he portion of the specification cited by applicant does not clanfy whether 
th0 recitation of elected' and 'selecting' would in fact require any typo of acuvc step, or 
bother steps of Selecting' might encompass, e.g., thought processes" (Office Action, page 5). 

Respectfully, Applicants disagree. However, solely to advance proseeut.on, Clauns 
, 12 14 24 28 31,and46-48h a vebeenamendedtorecitetheactivestepsof'isolating' and/or 


"isolated". 


n The Fxamincr slates that -Claims 42-45 are indefinite over the recitation of the 
lim itation<propo S cd pairs' in claims 42 and 44". The Examiner states that "it is unclear as to 
M types of pah s might be considered to be 'proposed' pairs, and as to bow such p.rs relate 
back to (he 'pairs of. fragments' of claims 1 and 14" (Office Action, page 5). 

Respectfully, Applicants disagree, However, solely to advance prosecution, Ctanu 
42 and 44 have been amended to delete "proposed". 

, Thc Examiner slates that "Claims 42-45 are indefinite over the recitation of the term 
Canute single nuclide polymers' in claims 42 and 44", The — 
-nj, .vmains unclear as to how a 'candidate single nucleotide pol^h.sm' would d,ff,r from a 

Pa " C 6) Respectfully, Applicants disagree. However, solely to advance prosecution, Claims 
42 and 44 have been amended to delete "candidate". 

\ ThcExaminerstatesu^ 
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nauliOatc matches arc accepted if said number of matches does not exceed expectations'" (Office 
Actio, P a fiC 6). The Examiner states that "[w]hile the portion of the specification referenced by 
(he applicant provides an example of how putative orlhologues maybe analyzed to dctcrmmc 
whether a 'candidate match' would constitute a "match', no particular limitations or defminons 
,rc provided that would provide a clear limitation of the recitation in the present claims of the 
|an B ..anP 'ir*aid number of matches does not exceed expectations' - (Office Action, page 7). 

Applicants have amended Claims 42 and 44 to include the recilalions of Claims 43 and 
45 Specifically, Claims 42(c) and 44(e) recite "determining the number of single nucleotide 
polymorphism matches for the same chromosomal location, wherein said matches are accepted if 
said number ofnutcl.es docs not exceed the theoretical expectations of a binomial or Poisson 
diKtnbution, wherein accepted matches arc considered a pair". 

G. The Examiner states that "Claims 43 and 45 arc indefinite over the recitation of the 
phrase 'wherein said expectations are determined according to binomial or Poisson distribution'" 
(Office Action, page 7). The Examiner states that "the present rejection was made because 
Applicants* claim language does not make clear how one is to employ 'binomial or Poisson 
distributions' to dclciminc expectations" (Office Action, page 7). 

Claims 43 and 45 have been canceled. Claims 42 and 44 have been amended to recite 
-wherein said inches are accepted if said number of matches docs not exceed the theoretical 
expectations of a binomial or Poisson distribution" Thus, Applicants have clearly stated how 
ono of skill is to employ binomial and Poisson distributions. Furthermore, Applicants disclose 
• how to calculate and use the statistical expectations to select a pair (Samples 1 -3), and the 
ttkiUMl artisan is wclUvcvscd in the use of such statistical tools. 

All claim*, particularly as amended, arc in condition for allowance. Respectmlly, 
Applicants request the rejection be withdrawn. 
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M03<t0 C Inims 1-4 8-10, 12-17. 21-22, 24-25, 27-29, 31-32 and 46-49 are reject under 35 
„SC .02 W as being clear* abated by Gu * „/. C«riM*» W)*36-837 [5/1998]) 
for the reasons ^ h the Office Ae,io„ of paper no. 4. The Examiner states that Tflto step of 
obtaining ampliation prtktt. taught by Ou c, al. consrirutoa a stop of obtaining a <«to 
.MM**, _W th* U encompassed by .he present claims" (OfT.ee Action, page 9). 

Applicants note that Claims 1, 14, 28, 46, 47 and 48 nave been amended .0 rcctc 
-obtaining a non-PCR amplified nucleic acid-containing sample" (emphasis added). As 
described in the Amendment filed March 13, 2001, Gu « al. do no. teach obuinhtg anon-PCR 
lim „li IM nucleic acid-containing S an,ple. Therefore, Gu ct al. do no. .each every eleme... of the 
.humc, invention, particularly » amended, - reouircd under 35 U.S.C. ,02. Reconsideration 
and withdrawal of the rejcclion are respectfully requested. 

Rcicctiwu^toimfeT. 19-70 36 38 , and 1 0 under 35 11 SC iW) 

" "claims 6-7, !9-20. 36, 38, and 40 adjected under 35 U.S.C. 103(a)as bents 
^0.,* ovorGu 0***U*~ 24<5) : 836- 8 37 (5Z.998)) in view ofLandcgrcn « at. 
(Cawc Res. 8(81:769-776 [8/199SD, for reasons stated in .he Office Action ofpaper no. 4 
(Office Action. W 9). The Examiner states that "the claims encompass -obtaining' m any 
mil „, Kr any type of -nucleic acid-eon.am.ng sample™ and 0* --talccordingly. me.hods ,» whtch 
■obtaining' is achieved by steps including amplification are encompassed by .he present chums 

(Office Action, pages 10-11). 

Applicant note that Claims 1, 14, 28, 46, 47 and 48 havebcen amended to rect,e 
•■obtain^ a n.n-VCR amplified nucleic acid-conunning sample" (emphasis added). As 
describe*, above, Gu Cat. does no. anticipate or render obvious Claims 1-4, 8-10, 
.4.25 27-29, 31-32 and 46-49, particularly as amended. Since Claims 6-7, .9-20, 36, 38 and 40 
incorporate at. of .ho limitations of the claims from which .hey depend, Gu e, al. also does no, 
anticipate or tender obvious Claims 6-7, 19-20, 36, 38 and 40. 

Moreover, .1.0 addition of Landcgrcn e, al. does no. remedy the defects of Gu „ al. As 
„a,cd in ,he Amendment filed March .3, 2001, landegren « al. teach tha. ail SNP-related 
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mclhods require PCR amplification of known target sequences. Thus, the teachings of 
,. a nde<>rcn et al further support the disdosure of Ou et al, i.e., that PCR amplification is a 
necessary component of SN1> discovery methods prior to the subject invention. Therefore, 
, tcilhcr Landopon ct al nor Gu ct al, cither alone or in combination, teach or suggest obtaining a 
moh-PCR amplified nucleic acid-containing sample. Thus, Landcgrcn et al. and Gu et al do not 
provide Iho teaching or suggestion to make the claimed combination, do not provide the 
reasonable expectation of success if one of ordinary skill were to do so, and do not teach or 
surest nil claim limitations of Applicants' invention, as required under 35 U.S.C. §103. 
Reconsideration anil withdrawal of the rejection arc respectfully requested. 

RojecaonofCM 

"claims 5 and 18 are rejected under 35 U.S.C. 103(a) as being unpatentable over Gu et al. 
in view ofWu et al. (DMA 8(2):135-142 [1989]), for the reasons stated in the Office Action of 
paper no. 4. 1 he lixaminor slates that "the present claims do not exclude the use of nucleic acids 
or known sequence, and the claims encompass 'obtaining' in any manner any type of 'nucleic 
^-containing wmplc" and that "[accordingly, methods in which 'obtaining' is achieved by 
steps including ampli fication using 'specific PCR primers' are encompassed by the present 
claims" (Office Action, page 12). 

Applicants note that Claims 1,14, 28, 46, 47 and 48 have been amended to recite 
"obtaining a noa-PCR amplified nucleic acid-containing sample" (emphasis added). As 
described above, Gu ct al does not anticipate or render obvious Claims 1-4, 8-10, 12-17, 21-22, 
24-25, 27-29, 31-32 and 46-49, particularly as amended. Since Claims 5 and 18 incorporate all 
of ihclimilat'ions of the claims from which they depend, Gu et al. also docs not anticipate or 

rentier obvious Claims 5 and 18. 

The addition of Wu el al. docs not remedy the defects of Gu et al As stated in the 
Amendment filed March 13, 2001 , Wu et al. does not teach a method for identifying new 
polymorphisms by analysis ofRNA, but rather teach the use of a known polymorphism -specific 
probe on a spot of total RNA isolated from an individual to determine its presence or absence. 
' Therefore noilhw Gu et al nor Wu ct al, either alone or in combination, teach or suggest a 
method lor detecting a collection of polymorphisms by analysis of RNA comprising obtaining a 
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non-PCR amplified nucleic acid-containing sample. Thus, Gu et al. and Wu e< al do not provide 
,hc leaching or suction to make the claimed combination, and do not provide a reasonable 
expectation of success if one of ordinary skill were to do so, as required under 35 U.S.C. §103. 
F urth,rmoro, even if one of ordinary skill were to use RNA in the methods of Gu et al, the 
combination would still not teach or suggest all claim limitations of Applicants' invention, as 
.cquircd under 35 U.S.C. §103. Reconsideration and withdrawal of the rejection are respectfully 
icq ucs ted. 

R<accrtonofClaimaU& 

Claims 1 1, 23, and 30 arc rejected under 35 U.S.C, 103(a) as being unpatentable over Gu 

al in view of Ron, et al (U.S. Patent No. 5,585,236), for the reasons staled in the Office 
Action of paper no. A (Office Action, page 12). The Examiner states that "the present churns 
encompass 'obtaining in any manner any type of 'nucleic acid-containing sample"' and that 
'Accordingly, methods in which 'obtaining' is achieved by steps including ampliiicatmn usmg 
specific PCR primers' are encompassed by the present claims" (Office Action, page 13). 

Applicants note that Claims 1. 14, 28, 46, 47 and 48 have been amended to rec.tc 
"obtaining . non-VCR amplified nucleic acid-containing sample" (emphasis added). Again, as 
described above, Gu ct al. does not anticipate or render obvious Claims 1 -4, 8-10, 12-17, 21-22, 
24 o 5 27-09 31-32 ru,d 46-49, particularly as amended. Since Claims 11,23 and 30 incorporate 
«n oril,- limitations of the claims from which they depend, Gu * al also does not anticipate or 
render obvious C?lainis 1 1> 23 and 30. 

The addition of Bonn et al. does not remedy the defects of Gu et al While Applicant, do 
„ot concede that one of ordinary skill in the art would have been, motivated to combine the 
U-aohin" of Gu et al. and Bonn ct al, the combination would not provide a reasonable 
oKpoctidoii of success in producing die claimed invention, as required under 35 U.S.C. §103. At 
most, the combination would result in isolating nucleic acid fragments using HPLC m the 
methods of Gu et al Therefore, neither Gu et al nor Bonn et aU either alone or in eombinat.on, 
teach or suggest » method for detecting a collection of polymorphisms comprising obtammg a 
rfo*.PCR «n.plifl«l nucleic acid-containing sample and isolating a subset of nuclete acm 
laments using HPLC. Thus, Gu et al. and Bonn et al do not teach or suggest all clam, 
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.withdrawal of Lhc rejection are respectfully requested. 

" - Chims .1-35 are reject under 35 U.S.C 103(a) as being unpatentable over Gu et al in 
view of Drmanac (U.S. Patent No. 6,025,1 36), for the reasons staled in the Office Action of 
. rip „. Ilo 4 The Oxuminer states that "the present claims encompass Warning' inanymanncr 
„uy type of nucleic-acid containing sample"' and that Accordingly, method, m winch 
fining- is achieved by steps ineluding amplification using 'specific PCR pnmcr.' arc 
enoomp»Kd by the present claims" (Office Action, page 14). 

Once again, Applicants note that Claims 1, H, 28, 46, 47 and 48 havebcen amended to 
,ccitc "obtaining a nou-PCR amplified nucleic acid-containing sample". Gu « al does not 

, iiomnnoi?? 24-25 27-29, 31-32 and 46-49, 

^icuiariy os amended. Sine. CU» 33-35 incorpora.0 - ° taMS <m 

wind, .hey depend, O. « also does no. anncipa.e or render obvious C.auns 33.35 

The addiuon ofDrmanae *« »* *« **" ° fGU - '"' ^ 

<1„ „ al nor Unnanac .each or suggos. . method for genolyping , nucleic ac,d sample 

no, concede .ha. ono ordinary skill in «hc art »ou!d have boon monvatcd to «ri» 0» 
.caching of Gu « d. «d Drmanao, 0. combinauon dearly docs no, ,oach or sugges. a 1 
ft**, of Applicant i»ven,ion, as retired under 35 U.S,C. .103. Furthermore .ho 
^bi^ioMocsnon-videaroasonablee.pco.aUonorsaoccssinproduoir.gtbooa^ 

i„w„,ion. Rccon.dcra.ion and wi.ndraw.1 of.he rejecion are respccMy rco.ucs.cd. 
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T , TirirrP i ip vinppr^ ™ amendments 

7 " (Twice Amended) A method for [identifying) dfilSSliuS a collection of polymorphisms from 
nucleic acid molecules in u sample, [by analy/.ing a subset ofthc molecules,] consisting 
essentially ofthc steps of: 

a obtaining a »» ^Pr.R amplified nucleic acid-containing sample; 

b. trying the nucleic acid molecules in said sample to produce a reduced representation 

of nucleic acid fragments [selected] isolated in a sequence-dependent manner by a 

muiliod comprising: 

i. fractionating said nucleic acid molecules to produce nucleic acid fragments; 
and 

ii. [selecting] isolating a subset of said nucleic acid fragments, 

wherein cither (i) or (ii) or both (i) and (ii) are performed in a sequence-dependent 


P 


14. 


maimer; 

c. 


[onalysting the reduced representation to identify] Mesimg pairs of fragments from 
the same chromosomal location jnjbaifidj^^ therein pairsof 

laments from the same chromosomal location arc orthologous sequences; and 
d. conning [pairs of] orthologous sequences to [identify] detect polymorphisms 

between said sequences., 
thereby [identifying] delectin g a collection of polymorphisms. 

(Amended) The method of Claim 1, wherein step (b)(n) is performed by [selecting] isolating 
nucleic acid fragments which hybridize to [selected] if*]ated additional nucleic and 

sequences, 

(Twice Amended) A method for [identifying] dating a collection of polymorphisms from 
nucleic acid molecules in a sample, [by analyzing a subset ofthc molecules,] cons,sUng 

essentially ofthc steps of: 

a. obtaining a nnn-PCR am pliticd nucleic acid-containing sample to be assessed; 
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b. 


24. 


treating nucleic add molecules in said sample to produce a reduced representation of 
nucleic add fragments [selected] isolated in a sequence-dependent manner by • 
method comprising: 

i. fractionating said nucleic acid molecules with cue or more restriction 
endonucleasos to produce nucleic acid fragments; and 

ii. [selecting] isolating a subset of said nucleic acid fragments using si» 
fractionation; 

wherein either (i) or (ii) or both (i) and (it) are performed in a sequence-dependent 


manner; 


[analyzing the reduced representation to identify] detecting pairs of fragments from 
the same chromosomal location mMl^c^^^> wherein pjmsof 
fragments from the same chromosomal location are orlhologous sequences; and 
d. comparing [pairs of] orthologous sequences to [identify] detect polymorphisms 

between said orlhologous sequences, 
thereby [id.n.ifyiug] detecting a collection ofpolymorphisms from said nucleic acid 

molecules. 

(Anwutoi) The method of Claim 14, whereta step (b)(ii) is perfonnedby 
UriU „„cleic acid fragment which hybridize to [selected) MaW -M— — 

sequences, 

28 (Twice Amended) A method for genotyping a nucleic acid sample to determine the 

nucleotide present at one or more polymorphic sites of nucleic acid fragments contained m a 

reduced representation, consisting essentially of the steps of: 

a obtaining a DiHfcEaUn3Pm«Sfl ™ clcic acid-containing sample; 

b treating the nucleic acid molecules in said sample to produce a reduced representaUon 

of nucleic acid fragments [selected] isolated in a scqucncc-dependent manner by a 

method comprising: 

i. fractionating said nucleic acid molecules to produce nucleic acid fragments; 
and 

ii. [selecting] isolating, a subset of said nucleic acid fragments, 
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herein either (i) or (ii) or both (i) and 00 « »' * -1— 

manner; and 

c. [uualyv.ing the nucleic acid fragments contained in the reduced represents a to 
assess the genotype at one or more polymorphic sites, 

lta ,by B e„o Vy ™ a-cic «■* «— 1 ,h ° PrcSa " 

or,, o, more polymorphic site* calcic acid frasments contained in the reduced 

, 4 1 ninn t h-r-T"-l-""r"""'°""' :tei ' ;i " :M - 5a ' ml£ - 

(Amended) The method of Claim M. wherein step <b)(ii> » 1-*™- «* 

Latin* nnclcic «ld which hybridize „ [select] isojfis! .MM »*» - 

SCqUCIiccS, 

f fWta Amended) The method ofClaim 1, wherein step (c) is performed by the fonowing 

StCDS" 

, ' coning the sequences of [two] oftuf ft*™*, from ft. reduced rcprcscntatton. 
wherein [.he two fences are further analyzed] if the two sciences are at least 

. i * ofw rt f ih* l^njrlh of the shorter of the two scqucnccsjM 
80% identical over at least 80% of the lengin 01 uno 

iwo_sc*iucncc£S arc UiovaliSOSk 
b ali^g two sequences identified from (a), wherein [the two sequence, arc further 
analyzed] if the two sequences arc identical over 10 or more contiguous bases wiflnn 
each of the first SObascs and the last 50 bases of the scquencesJMtw^u^e^ 
C2=r «r^ \ < rt determine ri iidflJHCiBOUd s polymorphisms ; 
o [identifying] dstonming [candid^] single nucleotide polymorphisms in the 

sequences of (b), wherein [the two sequences are further analyzed] if the number of 
[candidate] single nucleotide polymorphisms does not exceed 1% of the total number 
of bases in the shorter of the two sequences, [wherein] flu two sequences [winch meet 
tl,o criteria of (a) - (c)] qualify as a [candidate] match; 
repeating (a) - (c) for all [proposed] pairs ofjra^ments; and 
determining the number of [candidate] matches for the same chromosomal locat.on, 
wherein said [candidate] matches are accepted if said number of matches does not 
exceed ^o&m expectations flfcJanomi^^ 


d. 
c, 
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wliercin accepted [candidate] matches are considered a pair. 

(Twice Amended) The method of Claim 14, wherein step (c) is performed by the following 
Steps: 

a. comparing the sequences of [two] pain of fragments from the reduced representation, 
wherein [the two sequences arc further analyzed] iflho two sequences arc at least 
80% identical over at least 80% of the length of the shorter of the two sequences^, 
t txjftjjjpqiift ncca arc the n alipied; 

b. juicing the two sequences identified from (a), wherein [the two sequences are further 
analyzed] if the two sequences are identical over 10 or more contiguous bases within 
each of the first 50 bases and the last 50 bases of the sequmce^flULfi^^ 
r^jwretl to ttotomrin e,sln&frflwflC^^ 

c. [identifying] determining [candidate] single nucleotide polymorphisms in the 
sequences of (b), wherein [the two sequences arc further analyzed] if the number of 
[candidate] single nucleotide polymorphisms does not exceed 1% of the total number 
of bases in the shorter oftho two sequences, [wherein] Jhfi two sequences [which meet 
the criteria of (a) - (c)] qualify as a [candidate] match; 

d. repealing (a) - (c) for all [proposed] pairs offtagmejite; and 

o. determining the number of [candidate] matches for the same chromosomal location, 
wherein said [candidate] matches are accepted if said number of matches docs not 
exceed I he the oretical expectations of a binomial or Poisson distribution, 

wherein accepted [candidate] matches are considered a pair. 

(Twice Amended) A method for determining a population or polymorphisms from nucleic 
acid molecules in a sample, consisting essentially or the steps of: 

a. obtaining a nojjdeCJL^Dlfilifisd nucleic acid-containing sample to be assessed; 

b. treating nucleic acid molecules in said sample to produce nucleic acid fragments 
[selected] isolated in a sequence-dependent manner by a method comprising: 

i. fractionating said nucleic acid molecules to produce nucleic acid fragments; 
and 

ii . [selecting] isolating a subset of said nucleic acid fragments; 
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whercin cither (i) or (ii) or bolh (i) and (ii) arc done in a sequence-dependent manner; 
c. [selecting] isolating from said subset nucleic acid fragments which occur at the me 

chromosomal locus, thereby producing a pair, and 
<L [identifying] detecting polymorphisms between fragments of a pair; 
thereby determining a population of polymorphisms from said nucleic acid-containing 
sample 

(Twice Amended) A method for determining a population of polymorphisms from nucleic 
acid molecules in a sample, consisting essentially of the steps of: 
n. obtaining a nnvnPCR amplified nucleic acid-containing sample to be assessed; 
b. ireatina nucleic acid molecules in said sample to produce nucleic acid fragments 
[selected] isolated in a sequence-dependent manner by a method comprising: 

i, fractionating said nucleic acid molecules with one or more restriction 
cndonucleascs to produce nucleic acid fragments; and 

ii. [selecting] isolating a subset of said nucleic acid fragments using size 
fractionation; 

wherein either (i) or (ii) or both (i) and (ii) arc done in a sequence-dependent manner; 

c. isolating from said subset nucleic acid fragments which occur at the same 
chromosomal locus, thereby producing a pair, and 

d. [identifying] detecting polymorphisms between fragments of a pair; 

thereby determining a population of polymorphisms from said nucleic acid-containing 
sample. 

(Twice Amended) A method for genotyping a nucleic acid-containing sample from an 
individual to determine the nucleotide present at one or more polymorphic sites, the method 
consisting essentially of: 

a. obtaining a first ™n-Pr.R amplified nucleic acid-containing sample to be assessed; 

b. treating nucleic acid molecules in said sample to produce a reduced representation of 
nucleic acid fragments [selected] isolated in a sequence-dependent manner by a 
method comprising: 


Received from <> at 1(30102 5:32:35 PM [Eastern Standard Time] 


# 


P 37 

-JAN-30-2002 WED 05:29 PM FAX N0 " 

09/407,660 

-vi- 


fractionating said nucleic acid molecules to produce nucleic acid fragments; 


and 


ii. [selecting] i solating a subset of said nucleic acid fragments; 

wherein either (i) or (ii) or both (i) and (ii) arc done in a sequence-dependent manner; 
3 . [analyzing the reduced representation to identify] detecting pairs of fragments from 

the same chromosomal location in thr reduced representation, wherein pailiilf 

fragments from the same chromosomal location are orthologous sequences; 
d. comparing [pairs of] orthologous sequences to [identify] detect polymorphisms 

between the orthologous sequences; 
c. obtaining a second nucleic acid-containing sample from an individual to be assessed; 

and 

f. [analyzing said second nucleic acid-containing sample to assess the genotype at one 

or more polymorphisms identified in (d), 
[hereby genotyping a nucleic acid-containing sample from an individual to determine] 
detennimng the nucleotide present at one or more polymorphic sites i^ntiTMin^ 

(Twice Amended) A method according to Claim 48, wherein the second nucleic acid- 
conlaining sample is a sample which has been treated by a method comprising: 

i. fractionaLing die nucleic acid molecules in said sample to produce nucleic acid 
fragments; and 

ji , [selecting] iso lating a subset of said nucleic acid fragments; 

wherein cither (i) or (ii) or both (i) and (ii) are done in a sequence-dependent manner. 


..ODM.\\M110r)MA\iMara,>,c;2'l92S');l 
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